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12.11. Appendix 11: Protocol Amendment History

The Protocol Amendment Summary of Changes Table for the current amendment is 
located directly before the Table of Contents (TOC).

Amendment 1: 31-Oct-2017



2016N293867_00 CONFIDENTIAL
GlaxoSmithKline group of companies 205724

1

TITLE PAGE

Protocol Title: Randomised, Double-Blind (Sponsor Open), Placebo-Controlled, Multi-
centre, Dose Ranging Study to Evaluate the Efficacy and Safety of Danirixin Tablets 
Administered Twice Daily Compared With Placebo for 24 Weeks in Adult Participants 
With Chronic Obstructive Pulmonary Disease (COPD)

Protocol Number: 205724

Short Title: Danirixin Dose Ranging Study in Participants with COPD

Compound Number: GSK1325756

Sponsor Name and Legal Registered Address: 

GlaxoSmithKline Research & Development Limited
980 Great West Road
Brentford
Middlesex, TW8 9GS
UK

Medical Monitor Name and Contact Information will be provided in the Study 
Reference Manual

Regulatory Agency Identifying Number(s): IND: 108168; EudraCT: 2016-003675-21

Approval Date: 28-NOV-2016

Copyright 2016 the GlaxoSmithKline group of companies.  All rights reserved.  
Unauthorised copying or use of this information is prohibited.



2016N293867_00 CONFIDENTIAL
205724

48

9.2.8.1. Time Period for Detecting Medical Device Incidents

 Medical device incidents or malfunctions of the device that result in an incident 
will be detected, documented, and reported during all periods of the study in 
which the medical device is used. 

 If the investigator learns of any incident at any time after a participant has been 
discharged from the study, and such incident is considered reasonably related to 
a medical device provided for the study, the investigator will promptly notify the 
sponsor.

 The method of documenting Medical Device Incidents is provided in 
Appendix 8.

9.2.8.2. Follow-up of Medical Device Incidents

 All medical device incidents involving an AE will be followed and reported in 
the same manner as other AEs (see Section 9.2). This applies to all participants, 
including those who discontinue study treatment or the study.

 The investigator is responsible for ensuring that follow-up includes any 
supplemental investigations as indicated to elucidate the nature and/or causality 
of the incident.

 New or updated information will be recorded on the originally completed form 
with all changes signed and dated by the investigator.

9.2.8.3. Prompt Reporting of Medical Device Incidents to Sponsor

 Medical device incidents will be reported to the sponsor within 24 hours after 
the investigator determines that the event meets the protocol definition of a 
medical device incident.

 Complete the Medical Device Incident Form for each participant who has a 
medical device incident with GSK medical devices provided for use during the 
study period.  All of the header information in the form must be completed 
before sending to GSK.  Original documents should be filed in the site study 
file.  A copy of the form must also be sent to the GKS study monitor.  Contact 
details will be included in the SRM.  A copy of the form must also be sent to the 
GSK study monitor.  Contact details will be included in the SRM.  For incidents 
fulfilling the definition of an AE or SAE, the appropriate pages of the CRF must 
be completed.  If there is an SAE, the completed CRF pages should be sent 
together with the Medical Device Incident From.  If the participant is withdrawn 
due to a medial device incident, ensure the Study Conclusion page is completed.

 The same individual will be the contact for the receipt of medical device reports 
and SAEs.

9.2.8.4. Regulatory Reporting Requirements for Medical Device Incidents

 The investigator will promptly report all incidents occurring with any medical 
device provided for use in the study in order for the sponsor to fulfill the legal 
responsibility to notify appropriate regulatory authorities and other entities about 
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certain safety information relating to medical devices being used in clinical 
studies.

 The investigator, or responsible person according to local requirements (e.g., the 
head of the medical institution), will comply with the applicable local regulatory 
requirements relating to the reporting of incidents to the IRB/IEC.
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9.3. Treatment of Overdose

For this study, any dose of study treatment  4 tablets in a day will be considered an 
overdose.

GSK does not recommend specific treatment for an overdose.

In the event of an overdose, the investigator/treating physician should:

1. Contact the Medical Monitor immediately.

2. Closely monitor the participant for AE/SAE and laboratory abnormalities until study 
treatment can no longer be detected systemically (at least 3 days).

3. Obtain a plasma sample for PK analysis as soon as possible from the date of the last 
dose of study treatment if requested by the Medical Monitor (determined on a case-
by-case basis).

4. Document the quantity of the excess dose as well as the duration of the overdosing in 
the CRF.

Decisions regarding dose interruptions or modifications will be made by the investigator 
in consultation with the Medical Monitor based on the clinical evaluation of the 
participant.

9.4. Safety Assessments

Planned time points for all safety assessments are provided in the SoA (Table 1).

9.4.1. Physical Examinations

 A complete physical examination will include, at a minimum, assessments of the
skin, cardiovascular, respiratory, gastrointestinal and neurological systems. 
Height and weight will also be measured and recorded.

 A brief physical examination will include, at a minimum, assessments of the 
skin, lungs, cardiovascular system, and abdomen (liver and spleen).

 Investigators should pay special attention to clinical signs related to previous 
serious illnesses.

9.4.2. Vital Signs

 Vital signs will be measured in a semi-supine position after 5 minutes rest and 
will include systolic and diastolic blood pressure, pulse, temperature and 
respiratory rate. Three readings of blood pressure and pulse will be taken. The 
first reading should be rejected. The second and third readings should be 
averaged to give the measurement to be recorded in the CRF. A single 
measurement of respiratory rate and oral temperature is adequate.
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9.4.3. Electrocardiograms

 For participant screening and pre-dose on Day 1, triplicate ECG measurements 
should be collected.  For all subsequent ECG assessments, single measurement 
are to be collected. 12-lead ECG will be obtained as outlined in the SoA using 
an ECG machine that automatically calculates the heart rate and measures PR, 
QRS, QT, and QTc intervals. Refer to Section 8.1.2 for QTc withdrawal criteria 
and additional QTc readings that may be necessary.

 At each time point at which triplicate ECG are required, 3 individual ECG 
tracings should be obtained as closely as possible in succession, but no more 
than 2 minutes apart. The full set of triplicates should be completed in less than 
5 minutes.

9.4.4. Clinical Safety Laboratory Assessments

 Refer to Appendix 2 for the list of clinical laboratory tests to be performed and 
to the SoA for the timing and frequency. 

 The investigator must review the laboratory report, document this review, and 
record any clinically relevant changes occurring during the study in the AE 
section of the CRF. The laboratory reports must be filed with the source 
documents. Clinically significant abnormal laboratory findings are those which 
are not associated with the underlying disease, unless judged by the investigator 
to be more severe than expected for the participant's condition.

 All laboratory tests with values considered abnormal and clinically significant 
during participation in the study or within 3 days after the last dose of study 
treatment should be repeated until the values return to normal or baseline or are 
no longer considered significantly abnormal by the investigator or medical 
monitor. 

 If such values do not return to normal/baseline within a period of time judged 
reasonable by the investigator, the etiology should be identified and the sponsor 
notified.

 All protocol-required laboratory assessments, as defined in Appendix 2, must be 
conducted in accordance with the laboratory manual and the SoA (Table 1).

 If laboratory values from non-protocol specified laboratory assessments 
performed at the institution’s local laboratory require a change in participant 
management or are considered clinically significant by the investigator (e.g., 
SAE or AE), then the results must be recorded in the CRF.
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9.4.5. Pneumonia

All suspected pneumonias will require confirmation as defined by the presence or new 
infiltrate(s) on chest x-ray AND at least 2 of the following signs and symptoms:

 Increased cough

 Increased sputum purulence (colour) or production

 Auscultatory findings of adventitious sounds (e.g. egophony, bronchial breath 
sounds, rales, etc.)

 Dyspnea or tachypnea

 Fever (oral temperature > 37.5 oC)

 Elevated white blood cell count (WBC) (> 10 x 109/L or > 15% immature 
forms)

 Hypoxemia (Hb O2 saturation < 88% or at least 2% lower than baseline value)

All pneumonias must be captured on the AE/SAE page of the eCRF and on the 
pneumonia page of the eCRF.

The Investigator and site staff should remain vigilant for the possible development of 
pneumonia in participants as the clinical features of such infections overlap with the 
symptoms of COPD exacerbations.  For all suspected cases of pneumonia, Investigators 
are strongly encouraged to confirm the diagnosis (this includes obtaining a chest x-ray) 
and to initiate appropriate therapy as promptly as possible.  Any microbiology or virology 
tests performed to determine etiology should be reported on the pneumonia eCRF page.  
All diagnoses of pneumonia (radiographically confirmed or unconfirmed) must be 
reported as an AE or SAE (if applicable).

9.5. Pharmacokinetics

 Whole blood samples of approximately 2 mL will be collected for measurement 
of whole blood concentrations of danirixin (performed under the control of GSK 
Platform Technology and Science Department of In Vitro In Vivo Translation 
Third Party Resourcing (PTS-IVIVT/TPR)) as specified in the SoA (Table 1).  
Instructions for the collection, processing, storage and shipping of biological 
samples will be provided by the sponsor in the SRM. The actual date and time 
(24-hour clock time) of each sample will be recorded.

 Samples will be used to evaluate the PK of danirixin. Each whole blood sample 
will be used to prepare 4 dried blood spots which will be analysed for danirixin 
concentrations and reported as primary data. The remaining whole blood will be 
retained and approximately 20% of the wet whole blood samples collected in 
Visit 3 will also be analysed for danirixin concentrations to provide an analytical 
comparison between dried blood spots and wet whole blood sample results. 
Samples collected for analyses of danirixin whole blood may also be used to 
evaluate safety or efficacy aspects related to concerns arising during or after the 
study.
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 Any remaining whole blood will be stored and may be analyzed for other 
compound-related metabolites and the results reported under a separate protocol.

Drug concentration information that may unblind the study will not be reported to 
investigative sites or blinded personnel until the study has been unblinded.

9.6. Pharmacodynamics

Pharmacodynamic parameters are not evaluated in this study.

9.7. Genetics

A 6 mL whole blood sample for DNA isolation will be collected from participants who 
have consented to participate in the genetics analysis component of the study. 
Participation in the genetics analysis is optional. Participants who do not wish to 
participate in the genetic research may still participate in the study.

See Appendix 6 for Information regarding genetic research. Details on procedures for 
collection and shipment and destruction of these samples can be found in the SRM.

9.8. Biomarkers

 Collection of samples for biomarker research is also part of this study. The 
following samples for biomarker research will be collected from all participants 
in this study as specified in the SoA:

‒ peripheral venous blood samples for the preparation of serum and 
plasma

 Samples will be tested for biomarkers that are indicative of inflammation (i.e. 
CRP and fibrinogen), extracellular matrix turnover and remodelling to evaluate 
their association with the observed clinical responses or to help understand the 
underlying biological responses to danirixin.

 In addition, with the participant’s consent, samples will be stored and may be 
used to investigate additional biomarkers thought to play a role in COPD disease 
progression or to evaluate their association with observed clinical responses to 
danirixin

 Samples also may be used for research to develop methods or support 
identification of prognostic/diagnostic biomarkers associated with clinical 
outcomes in COPD and related diseases.

9.9. Health Economics OR Medical Resource Utilization and 
Health Economics

Parameters for specific use in Health Economics analysis or Medical Resource 
Utilization and Health Economics are not evaluated in this study.
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10. STATISTICAL CONSIDERATIONS

10.1. Hypothesis

The primary efficacy endpoint is the change from baseline of E-RS:COPD total score at 
month 6.  The primary objective of the study is to study the dose response and select an 
appropriate dose for future drug development programs.

A model based probability inference approach in Bayesian framework will be used to 
guide decision-making around dose selection. The posterior probability of the change 
from baseline of E-RS:COPD for each active dose being less than placebo will be used.

10.2. Sample Size Determination

In order to evaluate the impact of different sample sizes, various simulations were 
undertaken to understand the following questions around the change in baseline of E-
RS:COPD scores at 6 months:

 What is the 90% confidence interval half width for the estimate of the treatment 
effect of the 5 mg, 25 mg, 35 mg, and 50 mg doses?

 What is the probability that the point estimate of difference from placebo is less 
than -1.5 for the 5 mg, 25mg, 35mg and 50 mg doses?

 What is the probability that the two-sided 90% confidence interval of the 
treatment effect excludes 0 for 5 mg, 25 mg, 35 mg and 50 mg doses?  

 What is the probability that the two-sided 90% confidence interval of the 
treatment effect difference from placebo excludes 0 for 5 mg, 25 mg, 35 mg and 
50 mg doses?  

There are 3 scenarios considered for the simulations, each based on different assumptions 
of the effect for each of the 6 treatment arms.  No model assumptions were made to 
generate these values.  The scenarios are found in Table 4 and Figure 2. The assumed 
between participant standard deviation is 6.5 which is based on interim data from the 
200163 study.  For each scenario, 10,000 iterations of simulations were run.
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Table 4 Assumptions Used for Sample Size Calculations

Scenario 1 Scenario 2 Scenario 3

Placebo 0 0 0

5 mg -0.5 -0.333 -0.5

10 mg -1 -0.667 -0.75

25 mg -2 -1.333 -2

35 mg -2.5 -1.667 -2

50 mg -3 -2 -2

Figure 2 Simulation scenarios with best fit sigmoidal Emax model
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The Emax model will be used for the primary analysis and was the basis for estimation of 
the simulated data.  The more general 4 parameter version of this model is defined as:

y(dose) = E0 + Emax [ dosem / (ED50
m + dosem) ]

where y( ) represents the E-RS:COPD change from baseline, E0 is the mean response at 
dose = 0, Emax is the maximum dose effect (at dose = ), ED50 is the dose that yields a 
mean response of E0 + Emax / 2, and m is the slope parameter allowing for sigmoidal dose 
response relationships.

Results of the sample size simulations are presented in Figure 3, Figure 4, Figure 5 and 
Figure 6,with the lowest danirixin dose (5 mg) and the 3 highest doses (25 mg, 35 mg, 50
mg).

Figure 3 Half width of the 90% confidence interval for the 5 mg, 25 mg, 35 mg 
and 50 mg doses
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Figure 4 Proportion of simulations in which the point estimate of difference 
from placebo is less than -1.5 for doses of 5 mg, 25 mg, 35 mg and 
50 mg

Figure 5 Proportion of simulations in which the 90% confidence interval 
exclused 0 for doses of 5 mg, 25 mg, 35 mg and 50 mg
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Figure 6 Proportion of simulations in which the 90% confidence interval of 
difference from placebo excludes 0 for doses of 5 mg, 25 mg, 35 mg 
and 50 mg

Based on the simulations a sample size of at least n = 600 will allow for adequate 
precision in estimation of the 35 mg dose as well as sufficient proportion with 90% 
confidence interval difference from placebo excluding 0 (over 80% for the 35 mg dose 
under all scenarios) and proportion with 90% confidence interval of dose estimate 
excluding 0 (over 80% for all higher doses and scenarios except 25 mg under scenario 2).

10.2.1. Sample Size Re-estimation

At the time of the interim analysis for futility, sample size re-estimation may be 
considered by the study team if the assumptions driving the sample size calculations are 
shown to be incorrect (e.g., variability is higher than expected).  No more than 100 
additional participants will be considered.

10.3. Randomization

Participants will be randomized equally (1:1:1:1:1:1) to the six treatment arms of 
placebo, 5 mg, 10 mg, 25 mg, 35 mg and 50 mg danirixin.  Randomization will be 
stratified by smoking status (current vs. former).

10.4. Populations for Analyses

For purposes of analysis, the following populations are defined:
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Population Description

All Participants This population will comprise all participants screened and 
for whom a record exists on the study database and will be 
used for the tabulation and listing of reasons for withdrawal 
before randomization and listings of AEs and SAEs for 
nonrandomized participants.

Intent To Treat (ITT) This population will comprise all participants randomized to 
treatment and who received at least one dose of study 
medication. This will constitute the primary population for all 
analyses of efficacy and safety. Outcomes will be reported 
according to the randomized treatment allocation.

PK This population will comprise all participants in the ITT 
population for whom a pharmacokinetic sample was obtained 
and analyzed.

Safety All randomized participants who take at least 1 dose of study 
treatment. Participants will be analyzed according to the 
treatment they actually received.

10.5. Statistical Analyses

Analysis methods for key endpoints are described below.  Unless otherwise stated, all 
statistical testing will be two-sided and all confidence intervals or Bayesian credible 
intervals will be 90% two-sided.

Further details on all analyses will be described in the reporting and analysis plan (RAP).

10.5.1. Efficacy Analyses

10.5.1.1. Primary Analysis

The primary endpoint is 6 month change from baseline using the ITT population.

Baseline values of E-RS:COPD will be defined as the daily average of scores for the 7 
days prior to randomization.  Days with missing values will not count towards the 
average.  A minimum of 4 days will be needed and participants without sufficient days 
will not be randomized.

Individual monthly E-RS:COPD means will be defined as the average E-RS:COPD
scores during the following study days:

 Month 1: days 1-28

 Month 2: days 29-56

 Month 3: days 57-84
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 Month 4: days 85-112

 Month 5: days 113-140

 Month 6: days 141-168

Days with missing values will not factor into the calculations.  Participants will require a 
minimum number of 10 observations within a month, otherwise the monthly mean will be 
considered missing for that patient. 

The primary analysis will be Emax (4 parameter) modeling of the dose-response curve 
for the primary efficacy endpoint of month 6 change from baseline.  Smoking status will 
be included as a covariate in this model, allowing the asymptote values of the dose-
response relation for smokers to differ from those of the non-smokers. This model 
formulation will require estimation of at most six parameters. Simpler models nested 
within this general formulation will be also considered, comprising formulations of the 
mean dose-response relation allowing for a fixed difference between smokers and non-
smokers (parallel curves model), no difference between smokers and non-smokers and 
the Emax model restriction m=1. Model fitness will be measured using standard 
goodness of fit analysis. This analysis will allow for an assessment of the extent to which 
the variability of the trial data will be captured using the proposed model and what dose-
response specification allows the best interpretation of the data.    

The dose-response model will be fitted to the data using Bayesian techniques using the 
function uniform prior (FUP). The rationale for this choice of inference is that the FUP 
shrinks the dose-response towards a flat line throughout the dose range, therefore 
providing more conservative estimates of the dose-response relation compared to 
maximum likelihood.

Standard Bayesian diagnostic plots will be produced to aid in the interpretation of results. 
Based on the selected model, 90% two sided Bayesian credible interval for all treatment 
arms, all pairwise differences between each danirixin dose and placebo, as well as 
between active danirixin doses, will be generated.  

Other models of dose response such as quadratic and log linear will be considered as 
alternative analysis option if the Emax model does not fit the data well.  Similar analysis 
with the final model using the endpoint includes months 1-6 and months 3-6 will be fit.  
A longitudinal mixed effects model will be also be fit with dose as a categorical variable 
to explore the time trend of E-RS:COPD.  Each of the three E-RS:COPD subscales
(breathlessness, cough and sputum, and chest symptoms) will be analysed using similar 
methods for the primary analysis and longitudinal analysis.  Details of these sensitivity 
analyses will be further described in the RAP.

10.5.1.2. Key Secondary Analyses

All analyses for other efficacy endpoints will use the ITT Population, unless otherwise 
noted. Dose will be treated as a categorical variable and no dose response modelling will 
be done unless otherwise stated.  The treatment comparisons of interest will be between 
individual danirixin doses and placebo and between different danirixin doses.  Smoking 
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status (current vs former) will be included as a covariate in all analyses.  All Bayesian 
analyses will use non-informative priors.  Further details will be described in the RAP. 

10.5.1.3. HCRU Exacerbations

The number of events associated with HCRU-defined exacerbations will be analyzed 
using generalised linear models assuming a negative binomial distribution for the 
underlying exacerbation rate with a log link and an offset to account for the length of 
time in study for each participant. The exacerbation rates for the danirixin and placebo 
groups, along with the ratio in exacerbation rates danirixin/placebo, will be estimated and 
corresponding 95% credible intervals will be produced. 

10.5.1.4. Time to First HCRU Exacerbation

Time to first HCRU exacerbation will be defined from the date of randomization.  
Participants without an exacerbation and participants who withdraw from the study prior 
to any observed exacerbations will be censored at the time of last contact.  Survival will 
be summarized by treatment groups through Kaplan-Meier curves.  Treatment arms will 
be compared using a stratified log-rank test.  Time to first severe HCRU exacerbation 
will be analysed in a similar manner.

10.5.2. Safety Analyses

All safety endpoints will be tabulated or plotted by treatment group and will be 
performed on the Safety Population. Further details will be described in the RAP.

10.5.3. PK and PK/PD Analyses

Pharmacokinetic data will be presented in graphical and/or tabular form and will be 
summarized descriptively. For participants in the PK subset non-compartmental PK 
parameters (e.g. AUC(0-12), Cmax and tmax) will be calculated as data permit. The 
pharmacokinetic data from this study may be combined with historic DNX 
pharmacokinetic data for the purposes of population pharmacokinetic modelling which 
may be reported separately from the main clinical study report. The goal of this analysis 
is to characterize the population pharmacokinetics of DNX administered orally in 
subjects with COPD. The influence of subject demographics, baseline characteristics, 
including disease activity, and co-medication on the pharmacokinetics of DNX in this 
population will be investigated. DNX blood concentration-time data will be subjected to 
nonlinear mixed effects modelling using the program NONMEM to develop a population 
PK model [FDA, 1999].  Further details will be described in the RAP.

Exploratory analysis using scatter plots will be conducted to investigate the relationship 
between blood exposure to danirixin (PK) and efficacy/PD/safety endpoints as data 
permit. If appropriate PK/PD modelling will be attempted to describe any relationship 
including longitudinal efficacy, PD, and/or safety variables versus systemic exposure (or 
dose) and may be combined with historic data. The results of any PK/PD modelling may
be reported separately from the main clinical study report. Further details will be 
described in the RAP.
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10.5.4. Interim Analyses

10.5.4.1. Interim PK Analysis

After approximately 10 participants in the PK subset for each treatment group have 
completed Visit 3, an interim evaluation of danirixin pharmacokinetic parameters will be 
undertaken.  The purpose of the interim PK analysis is to determine if danirixin 
exposures are within the expected range.

10.5.4.2. Futility Analysis

An interim analysis will be conducted to allow for the possibility of stopping early for 
futility.  The expected pace of recruitment will be 12 months.  Therefore, by the time a 
sufficient number of participants have been recruited and have accrued 6 months of data, 
a futility analysis will not be practical.  We will therefore consider futility analyses based 
on the 3 month data using the assumption that the response will be consistent from month 
3 onwards.  Under this assumption, which is consistent with the Phase IIa study, this is a 
valid futility approach.

Once approximately 150 participants have completed 3 months of treatment, the 3 
paramter Emax model will be fit to the change from baseline of E-RS:COPD. If the 
posterior predictive probability of difference from placebo being less than 0 is below 
30% for all danirixin doses, the study may be stopped for futility.

Based on simulated data, the expected number of participants with completed 6 month 
data at the time of this analysis will be too small to warrant any analysis (expected 
number < 10).  However, if the recruitment differs greatly from expectations, and enough 
participants have completed 6 months of treatment, the 6 month change from baseline 
endpoint may also be explored.  

No early stopping for efficacy will be considered and only outputs relating to the primary 
endpoint of E-RS:COPD change from baseline will be created.  Outputs featuring 
unblinded treatment assignments will be created for this interim analysis but will not be 
shared outside of the study team unless the decision is made to halt the study for futility.

10.5.4.3. Strategic Planning Analysis

When 450 participants have completed 6 months of treatment or prematurely withdrawn 
from treatment, the study will have an interim analysis for administrative purposes.  This 
analysis will be used to aid in the planning of future studies and for a better
understanding of benefit/risk profile of danirixin.  This interim analysis will look at the 
primary endpoint of E-RS: COPD dose response modelling, key secondary endpoints of 
HCRU exacerbations and SGRQ score, key safety endpoints around hepatotoxicity, 
neutrophils, pneumonia and other infections and PK data.  No changes will be made to 
this study based on the results of this interim analysis.  Outputs featuring unblinded 
treatment assignments will be created for this interim analysis, reviewed by the study 
team and potentially shared with selective GSK personnel (to be included in the data 
dissemination plan).
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Further details of the outputs including key safety outputs that will be produced will be 
described in the RAP. 
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12. APPENDICES

12.1. Appendix 1: Abbreviations and Trademarks

List of Abbreviations

AE Adverse Event

ALT Alanine Aminotransferase (SGPT)

AST Aspartate Aminotransferase (SGOT)

ATS American Thoracic Society

AUC Area under the concentration-time curve

BfS Federal Office of Radiation Protection (Germany)

BID Twice daily

BRCP Breast cancer resistance protein

BUN Blood urea nitrogen

CAT COPD Assessment Test

CD Cluster of differentiation

CFR Code of Federal Regulations (United States)

CI Confidence Interval

CID Clinically important deterioration

CIL Clinical Investigation Leader

Cmax Maximum observed concentration

CONSORT Consolidated standards of reporting trials

COPD Chronic Obstructive Pulmonary Disease

CPMS Clinical Pharmacokinetics Modelling and Simulation

C-PPAC
Clinic Visit PROactive Physical Activity in COPD
Tool

CRF Case Report Form

CT Computed Tomography

CV Cardiovascular

CXCR CXC Chemokine Receptor

CXR Chest X-Ray

dL Deciliter

DNA Deoxyribonucleic acid

DNX Danirixin

DRE Disease Related Event

E0 Effect at zero concentration

ECG Electrocardiogram
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eCRF Electronic Case Report Form

ED50
Dose causing 50% of the maximum achievable 
response

EMA European Medicines Agency

Emax Maximum response achievable

eMDI Electronic metered dose inhaler

EXACT-PRO
Exacerbations of Chronic Pulmonary Disease-Patient 
Reported Outcome

E-RS:COPD
Evaluting Respiratory Symptoms in Chronic 
Obstructive Pulmonary Disease

EW Early Withdrawal

FDA Food and Drug Administation (United States)

FEV1 Forced Expiratory Volume in one second

FVC Forced Vital Capacity

FSH Follicle Stimulation Hormone

FUP Function Uniform Prior

GCP Good Clinical Practice

GCSP Global Clinical Safety and Pharmacovigilance

GGT Gamma glutamyltransferase

GOLD
Global Initiative for Chronic Obstructive Lung 
Disease

GSK GlaxoSmithKline

HBsAG Hepatitis B surface antigen

HCRU Healthcare Resource Utilization

hCG Human chorionic gonadotrophin

HDPE High density polyethylene

Hep B Hepatitis B

Hep C Hepatitis C

hsCRP High sensitivity C-reactive protein

HIV Human immunodeficiency virus

HPLC High performance liquid chromatography

IB Investigator’s Brochure

ICF Informed Consent Form

ICH
International Conference on Harmonization of 
Technical Requirements for Registration of 
Pharmaceuticals for Human Use

ICS Inhaled corticosteroid

IDMC Independent Data Monitoring Committee
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IEC Independent Ethics Committee

IgG Immunoglobulin G

IgM Immunoglobulin M

INR International normalized ratio

IP Investigational Product

IRB Institutional Review Board

ITT Intent to treat

IUD Intrauterine device

IUS Intrauterine hormone releasing system

IVIVT In vitro In vivo Translation

IWRS Interactive Web Response System

kg Kilogram

L Liter

LABA Long acting 2 receptor agonist

LAMA Long acting muscarinic receptor antagonist

LH Leutinizing Hormone

MCV Mean corpuscular volume

MCH Mean corpuscular hemoglobin

MCHC Mean corpuscular hemoglobin count

MDI Metered dose inhaler

MedDRA Medical Dictionary for Regulatory Activities

mg Milligrams

mL Milliliter

MM Medical monitor

MSDS Material Safety Data Sheet

msec Millisecond

NOAEL No observed adverse effect level

O2 Oxygen

PK Pharmacokinetics

PR
PR interval; duration in milliseconds from the 
beginning of the P wave to onset of ventricular 
depolarization (R)

PRO Patient Reported Outcome

PTS Platform Technology and Science

QRS
QRS interval; duration in milliseconds of the QRS 
complex
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QT
QT interval; duraction in milliseconds between the 
start of the Q wave and the end of the T wave

QTcF
QT interval corrected for heart rate (Friderica 
formula)

RAP Reporting and Analysis Plan

RBC Red blood cells

RNA Ribonucleic acid

SABA Short-acting 2 Receptor Agonist

SAE Serious Adverse Event

SAMA Short-acting Muscarinic Receptor Agonist

SGRQ St George’s Respiratory Questionnaire

SGRQ-C SGRQ for COPD patients

SRM Study Reference Manual

SRT Safety Review Team

SOA Schedule of Activities

SUSAR Suspected unexpected serious adverse reaction

t½ Terminal phase half-life

tmax Time to reach Cmax

TPR Third Party Resourcing

ULN Upper limit of normal

g Microgram

VT Ventricular tachycardia

WBC White blood cells

WOCBP Women of child bearing potential

Trademark Information

Trademarks of the GlaxoSmithKline 
group of companies

Trademarks not owned by the 
GlaxoSmithKline group of companies

CAT Combivent
Duoneb
E-RS:COPD
EXACT
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12.6. Appendix 6: Genetics

USE/ANALYSIS OF DNA

 Genetic variation may impact a participant’s response to therapy, susceptibility, 
severity and progression of disease. Variable response to therapy may be due to 
genetic determinants that impact drug absorption, distribution, metabolism, and 
excretion; mechanism of action of the drug; disease etiology; and/or molecular 
subtype of the disease being treated. Therefore, where local regulations and IRB/IEC 
allow, a blood sample will be collected for DNA analysis.

 DNA samples may be used for research related to danirixin or COPD and related 
diseases. They may also be used to develop tests/assays (including diagnostic tests) 
related to danirixin treatment, and COPD (and related diseases). Genetic research 
may consist of the analysis of one or more candidate genes or the analysis of genetic 
markers throughout the genome (as appropriate).

 DNA samples may be analyzed if it is hypothesized that this may help further 
understand the clinical data. 

 The samples also may be analyzed as part of a multi-study assessment of genetic 
factors involved in the response to danirixin treatment or study treatments of this 
class. The results of genetic analyses may be reported in the clinical study report or 
in a separate study summary.

 The sponsor will store the DNA samples in a secure storage space with adequate 
measures to protect confidentiality. 

The samples will be retained while research on danirixin (or study treatments of this 
class) or COPD and related diseases continues but no longer than 15 years after the last 
participant last visit or other period as per local requirements.
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Examples of incidents

 A participant, user, caregiver, or healthcare professional is injured as a result of a 
medical device failure or its misuse.

 A participant’s study treatment is interrupted or compromised by a medical device 
failure.

 A misdiagnosis due to medical device failure leads to inappropriate treatment.

 A participant’s health deteriorates due to medical device failure.

Documenting Medical Device Incidents

Medical Device Incident Documenting

 Any medical device incident occurring during the study will be documented in the 
participant’s medical records, in accordance with the investigator’s normal clinical 
practice, and on the appropriate form.

 For incidents fulfilling the definition of an AE or an SAE, the appropriate AE/SAE 
CRF page will be completed as described in Appendix 4.

 The form will be completed as thoroughly as possible and signed by the investigator 
before transmittal to the GSK.

 It is very important that the investigator provides his/her assessment of causality 
(relationship to the medical device provided by GSK) at the time of the initial report 
and describes any corrective or remedial actions taken to prevent recurrence of the 
incident.

 A remedial action is any action other than routine maintenance or servicing of a 
medical device where such action is necessary to prevent recurrence of an incident. 
This includes any amendment to the device design to prevent recurrence.



2016N293867_00 CONFIDENTIAL
205724

94

12.9. Appendix 9: Neutrophil Safety and Study Treatment Restart

Neutrophil Stopping Criteria: Absolute neutrophil count (ANC)  0.5 x 109 /L

Required Actions and Follow up Assessments 

Actions Follow Up Assessments

 Immediately discontinue study treatment 

 Report the event to GSK within 24 hours

 Complete an SAE data collection tool if the 

event also meets the criteria for an SAE

 Monitor the participant until neutrophil 

count stabilizes or returns to within 

baseline (see MONITORING below)

 Do not restart participant with study 

treatment unless allowed per protocol and 

GSK Medical Governance approval is 

granted (see RESTART below)

MONITORING:

 Treatment of any suspected infections1

 Repeat CBC within  24 hrs

 Monitor CBC daily until neutrophil count 

resolves, stabilizes or returns to within 

baseline 

 Record the appearance or 

worsening of any clinical 

symptoms on the AE report form1

 Obtain blood sample for 

pharmacokinetic (PK) analysis 

within 12 hours  after last dose2

 Record use of concomitant 

medications on the concomitant 

medications report form 

RESTART

 Restart of study medication must be 

approved by the GSK Medical Monitor

 Restart may be attempted ONLY if all 

three criteria are met:

 The neutrophil count is  1.5 x 109/L 

for at least 48 hours

 At least 7 days have elapsed since the 

suspension of study treatment 

 No sign or symptom of associated 

infection has been identified

 Check the CBC within 24-48 hours 

after re-starting study medication, 

monitor twice weekly for two 

weeks, and monthly thereafter.

 If the ANC drops below 1.0 x 

109/L on restart, the participant 

should be permanently 

discontinued from study treatment 

and withdrawn from the study.
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1. New or worsening symptoms believed to be related to neutropenia such as (but not limited 

to): sudden onset of fever or  malaise, stomatitis, odynophagia, periodontal infection, skin 

abscesses, signs or symptoms of sinusitis and otitis, symptoms of pneumonia (eg, cough, 

dyspnea), perirectal pain and irritation, hypotension or signs of septic shock.

2. Record the date/time of the PK blood sample draw and the date/time of the last dose of study 

treatment prior to PK blood sample draw on the CRF. If the date or time of the last dose is 

unclear, provide the participant’s best approximation. If the date/time of the last dose cannot 

be approximated OR a PK sample cannot be collected in the time period indicated above, do 

not obtain a PK sample. Instructions for sample handling and shipping are in the SRM.
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12.10. Appendix 10: Country Specific Requirements

Korea - Investigational Product Label

PPD
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